In the course of screening for new bioactive compounds, we have isolated two antibiotics from the fermentation broth of Streptomyces sp. TC 1190 and were designated TMC-135A and B. Spectroscopic analyses revealed that TMC-135s were new members of triene-ansamycins, closely related to thiazinotrienomycins and cytotrienins1^. This paper briefly describes the taxonomy, isolation, physico-chemical properties, structure elucidation and biological activity ofTMC-135A and B. The producing strain TC 1190 was isolated from a soil sample. The substrate mycelium developed well and branched irregularly. Each spore chain, which was spiral type, had 20 to 50 or more spores per chain. The spores were cylindrical, with size of 0.5-0.8X0.6-0.9^m, and the surface was rugose. Fragmentation of substrate pp.724 -727 mycelium, sporangium, or motile spore was not observed. Analysis of the whole-cell hydrolysates of the strain showed the presence of LL-diaminopimelic acid. On the basis of these morphological and chemotaxonomiccharacteristics, strain TC 1 190 was assigned to the genus Streptomyces. Streptomyces sp. TC 1 190 was inoculated into a 500-ml Erlenmeyer flask containing 70ml of a seed medium
(Received for publication February 24, 2000) In the course of screening for new bioactive compounds, we have isolated two antibiotics from the fermentation broth of Streptomyces sp. TC 1190 and were designated TMC-135A and B. Spectroscopic analyses revealed that were new members of triene-ansamycins, closely related to thiazinotrienomycins and cytotrienins1^.
This paper briefly describes the taxonomy, isolation, physico-chemical properties, structure elucidation and biological activity ofTMC-135A and B. The producing strain TC 1190 was isolated from a soil sample. The substrate mycelium developed well and branched irregularly. Each spore chain, which was spiral type, had 20 to 50 or more spores per chain. The spores were cylindrical, with size of 0.5-0.8X0.6-0.9^m, and the surface was rugose. Fragmentation of substrate pp.724 -727 mycelium, sporangium, or motile spore was not observed. Analysis of the whole-cell hydrolysates of the strain showed the presence of LL-diaminopimelic acid. On the basis of these morphological and chemotaxonomiccharacteristics, strain TC 1 190 was assigned to the genus Streptomyces. Streptomyces sp. TC 1 190 was inoculated into a 500-ml Erlenmeyer flask containing 70ml of a seed medium composed of 6% dextrin, 3%soybean flour, 0.2% yeast extract, 0.05% L-tryptophan, 0.05% MgSO4-7H2O, and 0.02% (NH4)2HPO4. The medium was adjusted to pH 7.0 before autoclaving. The culture was incubated for 6 days at 27°C on a rotary shaker (220 rpm). One milliliter of the seed culture was transferred to a 500-ml Erlenmeyer flask containing 70 ml of a production medium composed of 6% dextrin, 3% soybean meal, 0.2% yeast extract, 0.05% ltryptophan, 0.05% MgSO4à" 7H2O, and 0.02% (NH4)2HPO4. The mediumwas adjusted at pH 7.0 before autoclaving. The culture was incubated for 6 days at 27°C on a rotary shaker (220 rpm). The fermentation broth (30 liters) of strain TC 1190 was extracted with 1-butanol (15liters).
The extract was concentrated and then dissolved in water (0.8 liter) and extracted twice by ethyl acetate (0.8 liter each). The ethyl acetate layer was concentrated to dryness under reduced pressure, and applied on a silica gel column chromatography developed with CH2C12 -CH3OH(95 : 5). The fraction containing TMC-135Awas collected and concentrated (2 g), and then subjected to Sephadex LH-20 , dd, 8.7, 15 .3) 6.58 (1H, dd, 9.5, 15 .3) 6.34 (1H, dd, 9.5, 14.7) 6.34 (1H, dd, 9.4, 14 .7) 6.20 (lH,.dd, 9.4, 15. together with the IR absorption at 1000cm 1 indicated the presence of a triene structure in TMC-135A and B. The presence of an ester (1720cm"1) and an amide (1665 cm"1) group was also suggested by the IR spectra. The physicochemical properties, described above, strongly indicated that TMC-1 35s were new members of triene-ansamycins. The 13C and lU NMRdata of TMC-135A and B are summarized in Table 2 . The 13C and !H NMRspectra displayed 39 carbon and 49 proton signals, respectively. The structures of TMC-135Aand B were elucidated by NMRstudies, comparing with the data of thiazinotrienomycins and cytotrienins1~3). The major correlations observed in COSY, HMBC and selective INEPT (optimized at 3Hz) are shown in Fig. 1 . As a result, TMC-135A was deduced to be a hybrid of thiazinotrienomycin A and cytotrienin A, in which a D-alanine unit at C-ll of thiazinotrienomycin A was replaced with a 1-aminocyclopropane carboxylic acid. Similarly TMC-135B had the same cyclopropane side chain at C-l l of thiazinotrienomycin D, as illustrated in Fig. 1 .
The cytotoxic activities of TMC-135A and B against several tumor cell lines, determined according to the methods previously described4), are summarized in Table 3 . TMG-135Aand B showed strong cytotoxicities to various tumor cell lines. In this study, we have isolated two new triene ansamycin cells was revealed to interfere with the signal transduction of the epidermal growth factor receptor6). We hope TMC-135A and B will help further elucidation of the mechanism of this class of antibiotics.
